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en 
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R 2 : CF 3 , ^L<li^Dr> 0 
R 3 : H, 5gL < li^ny> 0 

a _l h: ^W^^ttziif^wu 

(1) b*»natl^-e***^ -CH-CH-, -CH=N-, -N-CH-, -N=N-, ^L<fi 

(2) a^Zli^, b^fe^-c^*^^ _ N _ o 
Y * 

(1) a#*m^ b^Zl^^t^SM, CH, ^L<f±N 0 

(2) a ^t-S^ % b^iffi^t^St^ So 
-A-I-0-, -S-, -NH-, *L<»i-N(fijRr^*^)- 0 

[f»#ig2] % 
N R N 

r11 (i n R 13 (I i i) 

Z '{ GMTJU*U>, *L<tt-ftJR7*+i/V-C(^))- e 

R 12 : % 
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(2) Z^-MT^l^-C^)-*^*^ 

* (III),fL<liS(IV) T^$tL>S^ 0 

Hb3j 



ff R 
R 13 (III) R 11 (IV) 



R 15 :-H. -OH, -0-fc«7**/K -COzH, -COz-iiT/^^ l L < fi 2 oofijR 

So J 

5 ] 



tHfE# 2004 -3048216 



#M 2003-401126 



1/ 



[Ml*] W^g^ 

[f§^co£#] W-v7J^n-i,2,3,4-f h7t Kn-5lJ^-«>y , T4?evaifl|<fc-vi± 

[&fl555^] 
[0 0 0 1 ] 

[0 0 0 2] 

^r^2l^ v:/P ^ > (AVP) { ^ WT^-TIMf:T4^ • ftmztt2>m<D 

o 

[0 0 0 3] 

■^h^n-AP450 (CYP) CWKIi^Jfeo^Fa^fi-t-*^ ffl C^SOCYP 

[0 0 0 4] 

:l~J5* (B) xtt-«:* (o ^ztLZ3m&it*m#mhtix\ t *z < 
#Btxmu #^M2, <$w?xwt3) o 

[ft 4] 




it:. V 2 § 
[ft 5] 




#12 0 0 3-4 0 1 1 2 6 ^-v: 2/ 




[0 0 0 6] 
[ft 6] 



ACONRV 




CO .CO 



R 1 V R^^^N' 

R R 



(E > (F) ( G ) 



[0 0 0 7] 

H\ 1 1 > wBr3CSt 12) o 
[0 0 0 8 J 

[*#rai] B*rt#&3fc£$tE, 54, 676-691, 1978. 

l ] BB^PB#99/06409-Jgv<> y v ? h 
[l&WfJcWi 2 ] mf%&m ^99/06403-^-/^ > y V y h 
1<WWFXM3 ] H^-fi-|g^00/46224-f-/N'> y V y Y 

4 ] SR*&W#01/49682-i^n >7I/7h 
[WlfcfclK 5 ] HB£^i§&97/22591-i§vN' >yi>yh 
mWOM 6 ] B ^2926335^-^ 
[#W=» 7 ) B #ll#ltf$3215910^<2^ 
MMfcfclttSj B*@#|^£Bi|^^#ra2pil-349570-^^ 
[#§raR 9 ] B *B#ttffiJ^H#H2000-351768^#* 
[WWteM. 1 0 1 »95/06035^<>' yVyY 

[#!*:£$£ 1 1 ] BBMfcH!#98/39325-3vt 
[#^mi2J B^H#l^ffiM^#^^9-221475-^<2r^ 
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[0 0 0 9] 4) ^ 

[0010] 

7- h 7 t: Kn-5H-l-^> v*T-t* f>M«^#tL/tTOm^^ri-^> C t £H,tB U 

ct4-majt7to 

10 0 1 1] 

5£ (I) -e/K$tL^> N ^^4,4-^7^^-0-1,2,3,4-7^ h 7 t Kn-5H-l-^>VT-tf tr 

Mb 7] 




R 2 : CF 3 ^ 5gL < li^nr> 0 
R 3 :H, fKl^nr/o 

a. b: *fi^M*tt^Xtt-fi«te**U -2r**liM&£\ ffi^**-fii»^o 

-x- : 

(1) a^tt#. brt*Zia*S£-C*s»£. % -CH=CH-. -CH=N- % -N=CH-, -N=N-, £L<Ji 

(2) a^-Mj£\ bW^T**^^, -N-o 

y : 

(1) a***»# % b*«z:*«te"T?*4$§^ CH, £L<t*N 0 

(2) a^-fi^, b3&»#tt^t?*S»#. So 

-A- : -0-s -S-. -NH-, 5gL < tt-N(fi*7>l/*/l0-o 

[0 0 12] 

^^MRmm^-i l ziyy)u^um^m-r^Ai l zit^mm±<Ds^wc^Lxt5i) > Qt&mbti 
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I0 0 13J 

**L<I±R»#* (II),«Utt*(III) 
*-e**±B2-«5£ (I) T-TF^n-g., »f«4r4,4-^7^*n-i,2,3 4-ft>7t KO-5H 

[ft 8 ] 

R 11 (ID R 13 (iii) 

z| :JM*^ fi«7^u>, ^l<{4-@^7;w*i^-c(=o)-„ 

R :-0H, -0-it7;^;K -CO2H, -C02-@i7;H;K s^l o£L < (4 2 oofift 

R 12 : 

(1) z^JMfrfr, Xlifiit7;K^>^i«A 

-H, -OH. -0-ft»T/Hr/i^ -CO2H, -C0 2 -«7;v*;K lof L<(i2oofijR7^ 

(2) Z^-fiftT^^l/^^.^tft^ 

Kb 9] 

-m R ^ - zl R 15 

N N 

R 13 (MI) R 11 (iv) 

R 15 :-H. -OH, -0-fii7;V^fJK -CO2H, -Cte-teftT/Hr/K 1 o£ L < U 2 o©fi§ 
R 14 :iSt^i«I?t-^i oT , m$<itv^U«f«7^ 

So J 

[0 0 14] 

fro***,, xf; K -7^;k ^;rm*4, 
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5/ 



w»-ii*7£ J **? S3a<0Ct -" ro **l*w«fl:**»wHiiJ**it*L. 

O 



(a) ad^> ; 

(b) -OH, -0-R\ -0-7'j-;K -0C0-R 2 , (=0) • 

ffiIE# 2004-3048216 



#12 0 0 3 -4 0 1 1 2 6 ^-v; 6/ 

^T^W-I^T^^^ -™»-T,-*. -NHS 

(h) ±|B (a) (g) ^^^g^Ji^i^^^^io^j-^*^^^- 

(a) KM (g) ^^$tL^,^^tf^^^ o 
[0015] 

*^5**4F?L*^^ ****** 

******** WWtHiiftfeoWttfluo^Lfc*^ **v^SS5J^fi 

[0 0 16] 

<y fWntc^ ^ td * 7- Y^oflWstLTttflilfriJ-y (Greene) y 
©JSSlI^i^-S* 1 * Gr ° UPS in ° rganic Synthesis (third edition) j KB* 



ffilE#2 004-3048216 



mm. 2003-401126 



^-v: 7/ 




(c) 



B — A 




aX^CO-H 



#»fttt, fb^»(a)Ojft«a6Lv*fb^(b)t?«ftU ffrfr»(c)*»au j&Rfclo 

[0 0 18] 

(*-!«) 

fb-&*&(a)fc*5lt*Jtt«a£Lvi: LTii> #!lxJf7;i/* n x *nn, ;< * >x;w-fcxwv* 

K (DMF) ; v^^^T-trhT^ K (DMA) ;N-^f;K;"n'J K> ; yVfjvx;^ 
K (DMSO) ; ftRxffl/ (EtOAc) fOi7xf^i ; /H)5RtD*::3Ff&te 
3U±^*y-;V (MeOH) > .x*/-^ (EtOH) „ 2-7us*y-)V (iPrOH) 
T;i/=r-;l/^*, it&VB (a) fcfb^* (b) £^;V7I;S-:££il§!l*ffl 

75> N v-f 7 7*d tf;i/a.^;WT 5 > N N-> »j >\ tT'J 4-(N,N-v^ 

^7U)t?'J-7>) Xtt&JRaHfi* («P*L<l±, &1*2MJ*a, »y^A, TKm 
<b^ h'J-JA, 7fc*<b-7" h'J7A) O^TlCff ^O^tiflJiW**, 
[0 0 19] 

(izig) 

-KJS«\ fb£-* (c) fcatU ##2feBfrfb*3R£L .x-^/hsu ^o^WbJSHb7tt*gi 
, 7;V3-«i, DMF, DMA. DMS0. f'Jy'A **KJ6fc^ffittarjMI** i®> 4ft 

*<b**»^o«:K N ^fbu ffiBfe*o*«»x»±*ift'fb-f h v 7a> 7xm^b^ u -7 a 

> jftBft^y^A; &Bfe?-M;*A, ^i-b y 7 A * ^ (i 7 > ^Ex 7f (Dili? « T> Jfr 

^ -2) o 

[0 0 2 0] 

<m-mm> 
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[fln 1] 



X^C0 2 H 




(1c) 



( I )Xf*(1e) 



/H60«K3fe-C3b £ it&m (le) £ « £ %>jjmx-*>Z> 0 
[0 0 2 1 J 

zm^kmit, v->^nA^y;^;wfy<f5 k (DCC) , hl'-lJ^tf-fre^-m-j = ^ 
V*-;U (CDI) , y7xxjwn*'J;i,7vF (DPPA) , V^)V^^ * i; ;v~>7- K*l 
i^" 3 "?^^^ 7 ^^^*^^^ - K*««[ (WSCD) &^Ol6^S-tt 
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^-v*: 9/ 



R&KBILT, <fc£-^ (la) *«*afcJBv>fc»K N-******!; > M; ^ ^ 

[ 0 0 2 2 J 
[0 0 2 3] 

[0024] ~ 
[0 0 2 5] 

<m-$im> 
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[it I 2] 




B 2 -A- 



CO z H 



o 

\ 






-or' 


{ 






f' 






H 




(1a) 




f-II 



(dd) 






B-Lv XI* B-OH 
(2c) (2d) 





fE3I§ 



R'-H 
(1d) 




(20 



(I) 



(2d) tmi?LXit&®(2e)Z$£ML, tofrfrBirZ Z t iZ i 0 fk^(2f) £«r U fl^ 
#(ld)i:^1-^Ci:HJ: i?, #fPJHfciir% (I) *M1-*#£-e&£o 
10 0 2 6] ' " 

(i»-ISi) 

10 0 2 7] 

7X^, T^y«^t<fi^;i,-7T^;^<7)^»tLTIi, m®<D TProtective Gro 
ups in Orgamc Synthesis (third edition) J izfm<Oi%m&Zmif Z> Z. bifi"Q% & 0 
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K&it, TProl^^ve Groups in Organic Synthesis (ti^fcedition) J izfflRtryjjm 
ItZmtXfri Z mFX& & q 

[0 0 2 8] 

(lEIi) 

fb^(2c)Kj3tt£Jft^Lvi LTfi, Wil^un, yn^ 3 - K, *?>*)U* 

o 

•fch-HJ/K DMF\ DMS0, i~r ^SWS^Rj&fc^i&tefc fb«(2b) 4: (2c) * 
'J* a, iltMJW, »y-)A, TKiMfc^-hU^A, 7Rm<b*';^A^(D^ 

ftT\ «»TCttfHU^^ (Synthesis, 1981, pp.1) 0 
[0 0 2 9] 

immx.m) 

[0 0 3 0] 
[0 0 3 1] 

Sf f ^If Si L t ^It^fitCM^^-if^ i t c j; £4: 

^SSL^^?^®*^*^ 1 * r **fc*«* ^4J£J 1990 
-1992^) H@S«(7)^=£-MLT, XJlfliCT^Ut^ii, ttz s Zfih<DM^ 

[0 0 3 2] 

i»*?2 fc L ™ ' ****** ** • *«u jsi,^ M , * 

» 7 * 5 frg-ft «5tf«-^6<) * 4: 0 ^ r ^ t- P * v - «[ * i 

<fc ^ ^jti- & t & -e $ & o 
[0 0 3 3] 

tBfE#2 004-3048216 
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f&£1±ailfiU Jfid£#K von Willebrand^, ^WXtt&^WjM^tSigtt*, it 

[0 0 3 4] 

*p <b ftr v> * r y^v ? v > y v 2 £S#fls|M1UB «■ ^r-r * ^ y «/7 * tf y k 

Z~2??Zt\ - 7l ^^ TAnv'fcfy, ^iyf>^ CYP2C9K «£ 0 

5 k> ^v^^ 7 ? k. xm-turymtfmfhtiz 48(6), 1427-1431, 19 

99. ) o 

[0 0 3 5] 

(1) v 2 s##^^m 

fflil^<D^r& (British Journal of Pharmacology, Vol 125, p. 1463-1470 1998) lz 
mZX, t hVaJmCHQfflj&ftUM^MSL&o M«*2 ^gfc [ 3 H]-T;i^^ y- ;ty/ 
W>> (J*T, mz r[ 3 H]-^yyw>yj fcv*}. ) (0.5 nM, Specific activity = 7 
5 Ci /mmol) KOnRftft** (10- 10 -10- 5 M) t&K, 10 mM MgCh, 0.1% ^->M7 
fr?$> (BSA) £^Tf£50 rif h 'J * -jUfeMrtt (pH-7.4) OH*250 // 1*"C60^ 
ft, 25 Ha^-> 3 y L7to -£-<Df£, ^;WN-^*^-£;B^Tjg]itg![ 3 H;i-/\- 

y 7* V v y t S#^fe^a [ 3 H]-/n' V/l,y>^U a^7-f;^-^-h GF/B2T 

mmm (%) =100- (Ci-bo / (Co-bo x 1 0 0 

Co : tWRfb^^ftT-c, [ 3 H]-Ayyi,yy ^^ at ^ t § r3 H] _ 

Bi :a*i©/tyyu*/> (10- 6 M) t [ 3 H]-AV7*v-»i:^Lt^||l*t 
*LSl1-*fc£, ^Hj-z^yyi/y^^I^fc^til 

±eft£9B#*^(Mlfc&«ttttfb^Qft£ (ICsoM) i*L*»e»KKl 

V5<Dg®mzn-$-2>wm&, Bv*>mn%M (ko 

flFMUgft (Ki) = IC50/ (l+[L]/Kd) 
[L] : [ 3 H]-^yyyy yoji^ 



aJSE#2 004-3048216 



#M 2003-401126 



13/ 



its® 


Ki (nM) 


mmmi 


57 




11 


HWJ9 


19 




18 


Hife0ij24 


4.3 


3£»J46 


5.8 


H»J51 


43 


H»J98 


6.2 



C & O 7to 

[0 0 3 6] 

(2) ftfU^RR (tlfit#) 

«3Oft«i0.3 mg/kg, ffBCttlttfl 9 ©ft*»0.3 *i"P*i»j| (DMSOfcllr 

[0 0 3 7] 
[*2] 













PA 




1.3 


6.2 


fB 




0 


5.3 


PC 


mm 


64.0 


80.0 



[0 0 3 8] 

(3) 

tt»£->>fcT#JRU *ftl!rftS:100XfcLfci:§om**m^«t2ptLr#aL7to * 

£ It & £ 3&*W £> ^ t & O 7t 0 

[0 0 3 9] 

( 4 ) h ^ n - AP450 (3A4) S£3tffi#l$Jg£ 

Crespi^O^ft (Analytical Biochemistry, 248, 188-190, 1997) KifctTlSEfcfcfi 1 
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96-7 x.*-f\? 
v; > (5xio -5 



M) , SWfrffrg-fc (4.9X10- 8 ~5X10" 5 M) fciU^if (5X10- 9 M) £ 



, 8.2 ^/M NADP+n 0.41 mM ^n^. 6 .^ 7l _ K 0.41 mM MgChS «t 1>U4 Units 
/lD L; ; X " 6 ""* X7l ~ h ^ Kn*"*— • tf£^tr200 mMU >lfcRffifc ( P H=7 4) 

BSriltS;^^** 51 * OMa**; 409»u **tt*; 530n) *«£ 
i£LEfe? , *-i** ffiU *«^***WMfc*«M« (ICso) 

(51*$ (X) =100-(d-Bi)/(Co-Bi)X100 
Ci 
Co 
Bi 



:/7>^x^^| 

[0 0 4 01 

(5) f-b^n-AP450 (2C9) BHftffigftft 

Crespi<b<D7J& (Analytical Biochemistry, 248, 188-190, 1997) ^Ct^i^ 

O A! o 

( » 5™° n M) * (4.9X10- 8 ~5X10- 5 M) *XtmX (10- 8 M) * % 8.2 

^ ^ i 41 ^ 3 ^- fi -*"x- K 0.41 mM MgCl 2 *3J:^0.4 Units/ml if 

*nn «I;r **** KD ^- t**#tr200 mMV >HIMf« ( pH =7.4) O^;* 

^ miZlZt } r A ? Z7££** im ^^ ; 409 ^ **** ' 530 nm) **£L 

fr«K 5^i 4 J A ^*" 0 * wu E#*^***ia*ft^»* (ics 

[0 0 4 1 ] 

cyp (3A4 ru: 2C9) mw&m 



its®) 


' IC 50 (nM) 


CYP3A4 


CYP2C9 


MMM3 


>50 


>50 




13 


11 




34 


>50 




36 


>50 



[0 0 4 2] 

2SK 2ii°^S£i^5 K m agree* « 
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-7.«9i <? fc^&ffcai, yjv* 5 >tXti7^/-?7^>g|oj: ^^IEIi^^^i 



^S55? 2£^2£^ J £iI ^ *»»*ttxtts**tt«#**i, Sara. %mn 

r2i2*J5**' 4 ^ aflftu s,fltf!k ftftftu fllxtf?* h- 

cool f"f «»*^mV iiSa**tt«r fc Viw 



V: 

[0 0 4 3] 
1 0 0 4 4 J 

.73 mlSraPxjto ffifiK#f.ja& % 4-7** n-2- h y 7** u ^ ^;V^J#^12 3 ff £ihn 
^ *5f L T >5??? L f C o ^*» cu ««*»**Jlii.. «aLfc*««*U 16. 
MS(+);297. *f*7L 0 
[0 0 4 5] 

Rf : ##-e?fl#^-, 

M a i£52?2Tr* (NMR: (CH3)iSi ^w^u wKe*^v^icaDyso- 

f FA^fm?" 1^T"5f <H"0**^ MS<+> : FAW6[*fl]\ MS(- 

) . FAB-MS[M-H]\ EMS(+) : ESI-MS[M+H]\ EMS(-) : ESI-MS[M-H] + ) 

nPr : y cPr ! y^D 7"n 

itJfE# 2004-3048216 
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. l«li<7)fb^^^-rt 0 -^^iR^L7to 
[0 0 4 6] 
[*4] 




Rf 


R A 


R B 


Data 


2 


CF 3 


cPr-CH 2 0- 


EMS(-);259 


3 


CI 


nPr-S- 


MS(+);231 


4 


CF 3 


nPr-S- 


MS(-);263 



[0 0 4 7] 

###!)5 

4-7;W^-n-2-h V 7;i/tn^>/7- t>4.44 gfcDMF 40 ■UCiM&U ^B?* 
'J >7A3.32 gSt^-X^^-N-yntf^T^ >4.10 ml*ill;U 80 T?KT14B#|!^#L*: 

A^n7h77 7^-i;#U ^*-9->-EtOAc(4:l)-C*fflL«£ET»«L"r, 4.79 gO 

MS(+);276. 
[0 0 4 8] 

##W 6 

##«5^b^»4.78 g£MeOH 20 mlfc**U 5M*BWfc*- h V 7AM^ 6.94 ml* 
Mz., 70 1Ct=T5ffifW*^L/io KfcWLt^mk. «JET»»Lfc<> 1 M 

i£»*KT**DU tffffiLfcttSSrilMfcLT. 4.36 g04-[>tf ;i/(yotf;v)7 5 y]-2-( 

MS (+) ; 262. 
[0 0 4 9] 

##M 7 

##0lUOft^8.O g£THF 80 mlfc»#U mK DMF 3i**inx. 

fc«MfcT3ll#W*#Lfco EJ£«^^*t»ti^nV K#*&fc e £*MC(Z)- 
^f-;W(4,4-v7;i-^n-i,2,3,4--r h7t Kn-5H-l-^> V*T-b*f>-5--f V^)7t? 
- h6.84 gSrUDx^Ttr 'J v*>50 mlfcfln*., SatwT12^Hia^L^o SlE^Tf, 
LlMitmTK^tEtOAcSripA^^^fro fc 0 Sr^&rrf&jfD&jfcK 

?MSSfcfrV*, 9.12 gc7)^^;v (2Z)-|l-[4-(^>y;V'^^>/)-2-(h V 7^^D^^;v) 
^^W^]-4,4-i/7;V^-n-l,2,3,4-x F9t Kn-5H-l-^> VT-lf fcf >5-^ y t»>| t 

EMS(+);532. 
[0 0 5 0] 

Me:^f-;w 
[0 0 5 1] 
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Rf 


R A 


R B 


Data 


8 


CF 3 


cPr-CH 2 0- 


EMS(+);496 


9 


CI 


nPr-S- 


[ MS(+);466 


10 


CF 3 


nPr-S- 


MS(+);500 


11 


CF 3 


nPr-N(Me)- 


MS(+);497 



[0 0 5 2] 

###J 1 2 

*fc***/l,i-^/i,*Jn* % WtHLfcttfcfciMlU 6.22 g©*** (2Z)- |4,4-v* 7 
/i/*n-i-[4-fc Kn^v_2-(h >; 7 ^*n> ^;v)^>- v>f 2,3, 4- t- h 9 Kn-RH 

-i-^< > y r « if > s-f »; r > | r -t ^ - h 

EMS(+);442. 
[0 0 5 3] 
1 3 

##0)Jl 2 0^»3.89 g£DMS0 20 mlK*#U i^lC^n^^tert-7*^;V2 06 
J**^!!*,"** 1 * 46 «***-MlCT2l*W«f*Lfco TfctEtOAc* 

**A4leCH(80:l)*ffl«J: 3.55 g©**/u (2Z)-|l-[4-(2-tert-r h *v--2-**V 

xf *W > ,J 7Wn^A/)^V'/^H4-V7^n.i ( 2 I 3 1 4-ff5K Kn- 
5H-l-^>V7-t?t? y-5-i- 'J t-'^I T-fe*- h t#?to 
EMS(+);556. 
[0 0 5 4] 
1 4 

fc. «ffiT#S*ff*L, 3.25 gO[4-|[(5Z)-4.4-v"7;V*n-5-(2-* h*~>-2-**v 
Jt^-i; f>)-2, 3,4.5-^ l>n Kn-iH-l-^>VT-tf tf>-l--r;w]^;v^;H-3-( h U 

MS (+); 450. 
[0 0 5 5] 
1 5 

###Jl 4©ffrfr4frl.09 g£DMF 10 «1K:»#U HOBt 324 mg. WSCD 460 mg, 

-tT#^tL7fc^fc^«T7fCTiJfe^ *£ET1K*U 1.14 g<D*?-JU (2Z)- |l-[4-(2- 
y>f;V7^-2-t^rVxh^v). 2 .(hv 7^n^f;v)/M>y^]4 j4 .i; 7 ^ 

mSE#2 004-3048216 



# M 2003-401 126 



^-v: 18/ 



n-l,2,3,4-rA: Kn_5H-l-^> VT-t: k 0 >-5--f 'J A'-b^- h £#£ 0 
MS (+); 527. ^ 
[0 0 5 6] 
1 6 

2<^fc^%1.00 g£THF 15 mlKrg^U 1-7** y -W.415 mk h'j7x^ 

^^7A^nvh^77-f-i:#U ^nn^i^-MeOHteOrlK-rttii U $U±Tift35t 
LT^ 1.41 g<n®.**h)V (2Z)-|l-[4-7* h*->-2-( h 'J 7^tn ^ ;u]-4,4 
-v7)l/tn-i,2,3,4-r h7t Kn_5H-l-^>V*T-lf tf >-5-^ T-t^- h 

O 

±fe-e»^ft*:ft£i&>£MeOH 5 ml-THF 10 mlK}#B?U m?miti- Y V V ^AmifcZ 
1mz.tzmmi&lzT2V$mmWLtZo mm^^Ltz^ lM:&m£^y-nn*;uA-iPrOH (3 

■.m&mm) ^m^mmi^^ofzo mmm^^-kiA^zxm^L, My^mmi-h^ 

V^tZX&MLtZo -M^|§*Lr, 1.01 g<7)(2Z)-|l-[4- , 7'h^->-2-(h'; -7)V*u* 
^;10^>-VM ^]-4,4-v-7;V^-o-1,2,3,4-t- h ^ t: Kn-5H-l-^> v*T-t?tf ^-5-^ «J 

MS (+) ; 484. 
[0 0 5 7] 

##®ii stratum m6 iz-^-r^mi 7-19%, ^tirtm^-t^m.^m^x 

iBu : -f 7 7*f;i/ 0 
[0 0 5 8] 
[*6] 




Rf 


R A 


R B 


Data 


17 


CF 3 


nPr-O- 


MS(+);470 | 


18 


CF 3 


iBu-O- 


MS(+);483 


19 


CI 


iBu-O- 


MS(+);450 



[0 0 5 9] 

2 0 

mmW7<Dfl:<&m.43 g£Me0H 15 ml-THF 25 mlOja^»«EH*#L, 1M Tfcgtfb^ h 

*Hlttfctfctfe, #(BLfcefeB#*«H!U *EE*fc*U 1.39 gO(2Z)-|l-[4-(^> v*;v 
t*y)-2-(h'J 7;v^n^^;v)^>v^^]_4 >4 _c;- 7;l ,^ n _ 1> 2 > 3,4.7- j. 9 k Kn_5H 

-1-^ > vr-tf tf ^-5- >f >; r*>| 

MS (+) ; 518. 
[0 0 6 0] 



m!DE# 2004-3048216 



#M 2003-401126 



19/ 



###9 2 0 A:, ^7^^i"##^lj2 1-25^ 

[0 0 6 1] 
[f?7] 




Rf 


R A 


R B 


Data 


21 


CF 3 


cPr-CH 2 0- 


EMS(+);482 


22 


CI 


nPr-S- 


MS(+);452 


23 


CF 3 


nPr-S- 


MS(+);486 


24 


CF 3 


nPr-N(Me)- 


MS(+);483 


25 


CF 3 


Me 2 NOCCH 2 -0- 


MS(+);513 



[0 0 6 2] 

##1*!l2 O^k^-%150 mg£DMF 5 ■!»::»# U HOBt 43 mg, WSCD 61 mg, 7'Jy>T 
5 K m%35 mg&tFh V^;VT^>0.045 ml«:Jn£fc|fe % MKT 4 WmmW^tZo 

tzmm*Et(M£ <0mffi£k*lT^, 139 mg«(2Z)-N-(2-7 5 ;u)-2-|i-[4_( 
^>v;i/^^v)-2-(h 'J 7;u^D^f-;p)^^yV;V]-4,4-v-7;i'^-n-i,2,3,4-x 
K n -5H-1-^ > VT t*e>-5-<'Jf>|7-bh75 K^#fc„ 

Hi&fliJl <h|«K. *8-l Otc^i-5fett«2-l 6*, *ft^WJ&-r*jSC*l-fc;fiv> 

[0 0 6 3] 

1 7 

##$12 0<Ofk^%150 mg^rTHF 3.5 mlKvt^U *£rt;*-*-/W).3 m 1^.^2-3^^ DM 
F*to*£fifcTll««*PLfco «£ET»**9*U $?>t:h;vx>^v^Mf t 

o ^&*JwEtQAcS:Jni^^«ft*-^fo3to #*»*IMAtt*fcT*i*Ljfcft, 

& t $r * * \z Xifcm L tzo # h tLlzm&J&to £ iPrOH- v >f V^n tf;i,x-f frk&m 

i*f>S^ B B B L, 126 mg<0(2Z)-2-|l-[4-(^>v*;i/^-^rv)-2-(h V 7 n ^ 

^^]-4,4-y7;Hn-i ( 2,3,4-f h7k Kn-5H-l-^>X7-*ffc? >-5-^f '1 7*^1 7-fe 
h7< K£#*„ 

vtz 0 ziz, 1 2tmmiz, m 1 1 K^-taafefli 19-20^ fiiwts 

[0 0 6 4] 

H«J 2 1 

»$J6 0<b^325 mg£l,2->^nnjL?>5 m l»c»fllU tK^T^ ^nnj|$i 
#31148 n«*ta**fifcT4ll*WaW*Ljfco EJG*fcl<« (w/v) N^&toSfcOaci&iBu *k 

ffifiE# 2004-3048216 



mm 2003-401 126 



^-v : 20/ 



<f-K#U ^no^^A-MeOH (23:2) titilL, MffTitiSiLT, 121 mg<7>(2Z)-N-(2 
-T 5 /-2-t^Vif)V)-2- |4,4-y'7^tn-i-[4-(/n tT;i^;V7 4 —fr)s<> v-f 
-1,2,3,4-x h 7 t: Kn-5H-l-^>VT-trfc?>-5->f V T-b h T 5 K£#£ 0 

*»t»0|B-9-t±JSlTO**Sr^-r (JSlTBfll) • 
Ex : ^ifel^-^ 
R c : — «A*o«lfcat, 

Et : j^;k nBu : /^^yf^ Ph : y x.—)V^ p y : try Bn : ^^y*, Gly : 
-f ;vy^;i/T^ / (-NHCH2CONH2) , Etha : 2-t Kn^fyxf^r 5 y (-NHCH2C 
H2OH) . Car: 75 7 (-NH2) o I3II<?)|tOi^(itMt^^to £.#«Jfc{± 

» fl! x. f±-NHPh(2-0H) t±2- 1 Fn^v7x-;i/7? / J, -NHCH2 (2-Py) it \£ V v >-2- 4 )V 

10 0 6 5] 



tBIE# 2004-3048216 



#12003-401 126 



[«8] ^ 0 
X ,R 



Ex 


R A ; R B ; R c I 




Data 

R":-CF, ; R* 1 : Bn-O- : R*" : -CHr-CONHi \ 


1 


MS(+);574. 2 > 

^^ SO " d6);2 - 35 " 2 - 55(1H ' br >' 2 - 60 - 2 - 80 ( 1 H,br)^.00-3.15(lH > br) 3 76(2H s) 4 75 
A^7^4Hz),7.10-7.19^^ Hz;,7.03(lH,d 
R":-CF, : R • Bn-O- : R U : «CH,VOH 


2 


MS(+);561. " ■ J 

^^^^^^^^^^ 

R : -CF3 : R B : cPr-CH,0- : R L : -CH,-CONH, 


3 


MS(+) ; 538. " 1 

NMR(DMSO-d6);0.24-0.30(2H,m),0.49-0.58(2H,m),l 08-1 20riH nrt 2 31 1 4<?nn h 

[r. A :-CF 3 ; R ri : cPr-CH,0- : R L : -fCH->V>-OH 


4 


MS(+) ; 525. ■ — | 

l^(DMSO-d6);0.24-0.31(2H, m ),0.48-0.56(2H,m),1.09-1.21flH m) 2 27-2 46flH b 

H dd^— 2 s^f rh^^I ?'m>/^u ' s )' ^ H,d, J=7.3Hz),6.84( 1 H,d, J=8.8Hz),6.93( 1 1 
5JHz) T^* X ( 2H ' m) ' 7 - 24 ( IH ^ J=7 - 3Hz ) 7 -30-7.34(lH,m),8.48(iH,U=| 
R A :-CI; R D :nPr-S-: R L : -CH,-CONH, ~ 


5 


MS(+) ; 508. 228 J 

NMR(DMSO-d6);0.92(3H,t,J=7.6Hz),1.46-1.55(2H m) 2 24-2 50HH brt 7 M o *dn 

UH^>,6.94(lH,dJ-7.6Hz\7.01(lH.dJ=8.0Hz),7.14-7.53<-6H,m),8.62nH.s^ 

R : -CF 3 ; R : nPr-S- ; R L : -CH,-CONH, ^ 1 




6 


MS(+) ; 542. * — 1 

NMR(DMSO-d6);0.93(3H,t,J=7.2Hz),1.48-1.57(2H m) 2 28-2 52HH brt 1 fill *nn 



[0 0 6 6] 



WSE#2 004-3048216 



2003-401126 




Ex 



R* ; R B ; R c 



Data 

: -CF* ; R B j nPr-O- ; j -CH^CONhT 



MS(+);526. 

NMR(DMSO-d6);0.92(3H,t^=7.3Hz),1.62-1.72(2H m) 2 30-2 50flH hrl i *o i *<vi 

2^^ 

R" : -CF 3 ; R u : nPr-O- j j -(CH,V,^Qh" 



8 



MS(+);513. 

H,br),3.00-3.20(IH,br),3^3(2H,t^=5.9Hz),3.44-3 50f2H nri 3 90(2U t fU awvi a «t4 
Rj^CFs ; R a : nBu-O- j R L j -ch^COMr: 



9 



10 



11 



MS(+);540. 
?2$3H^ 

/.^upH,m),7.Z2-7.32(2H,m).7.33-7.3 7(lH,m),8.68(lH,U^5.3Hz^ 
* : -CF3 ; R : nBu-O- j R<- • -(CH^-OH - """ 



MS(+);527. 

H br) 2.60-2.80(lH f br),3.00-3.15(lH,br),3.20-3.30(2H,m)3.44-3 50f2Hml 3 WoS 
R A :\cFy, R U : iBu-O- : R' 



-CH,-CONH, 



MS(+);540. 



[0 0 6 7] 



mm^2 004-3048216 



#M 2 0 0 3-4 0 1 1 2 6 ^- v : 23/ 



[$10] ^ 



If 


Q c 
,R C 

N 

T ° 

^R A 


Ex 


R A ; R B ; R c 


Data 


12 


R A : -CF 3 ; R° : iBu-O- ; R 1 " : -(CH^-OH 1 


MS(+);527. 

NMR(DMSOKl6);0.92(6H,d^=6.4Hz),1.89-2.00(lH,m),2.30-2.50(lH,br),2.60-2.80(l 
H,br)3.00-3.15(lH,br),3.19-3.25(2H,m),3.44-3.50(2H,m),3.72(2H > d^6.3Hz),4.73(l 
H,t^=5.1Hz),4.76-4.88(lH,br),6.40(lH,s),6.71(lH,d^=7.3Hz),6.85(lH,d^=8.8Hz),6.9 
6(lH,dd,^=2.5,8.3Hz),7. 1 3-7. 1 8(2H,m),7.22-7.27(lH,m),7.32(lH,dd^7.8Hz,l .5Hz), 
8.46(lH,t^=5.6Hz). 


13 


R" : -CI ; R D : iBu-O- : R*" : -CH 2 -CONH 2 


MS(+);506. 

NMR(DMSO-d6);0.91 (6H,d,J=6.8Hz),l .86-1 .98(1 H,m),2.25-2.50(lH,br),2.60-2.80(l 
H,br),3.00-3.15(lH J br),3.67(2H,d,J=6.3Hz),3.70-3.78(2H,br),4.73-4.90(lH,br),6.35(l 
H,s),6.63-6.69(lH,m),6.89-6.96(3H^n),7. 1 l-7^0(2H,m),7.22-7.33(3H,m),8.62(l H,s). 


14 


R A : -CF 3 ; R B : nPr-N(Me>- ; R*" : -CH 2 -CONH 2 


MS(+) ; 539. 

NMR(DMSO-d6);0.80(3H,U=7.211z),1.40-1.45(2H,m)^.27-2.53(lH,br),2.55-2.77(l 
H,br),2.86(3H,s),2.92-3.15(lH,br),3.24(2H,s),3.75(2H,s),4.71-5.05(lH ) br),6.44(lH,s), 
6.58(lH ) d r F=8.4Hz),6.67(lH,d,J=8.4Hz),6.71(lH,d^=7.6Hz),6.77(lH,s),7.14-7.36(5H, 
m),8.64(lH,s). 


15 


R" : -CF 3 ; R° : Me 2 NOCCH 2 -0- ; R c : -CH 2 -CONH 2 ~~ * 


MS(+);569. 

NMR(DMSO-d6);2.30-2.50(lH,br),2.65-2.85(lH,br),2.80(3H,s),2.92(3H,s),3.00-3.20 
(lH,br),3.70-3.82(2H,m),4.75-4.90(lH,br),4.86(2H ) s),6.44(lH,s),6.73(lH,d^=7.8Hz), 
6.83(lH,d^=8.3Hz),6.90(lH,dd^=2.4,8.3Hz),7.11-7.20(3H,m),7.24-7.30(2H >m ),7.36 
(lH,dcU5=7.3Hz,1.4Hz),8.68(lH,t^=5.7Hz). 


16 


R" : -CF 3 ; R" : nPr-O- ; R"" : -H 


MS(+);469. 

NMR(DMSO-d6);0.92(3H,U=7.8Hz),1.61-1.71(2H,m),2.35-2.55(lH,br),2.60-2.80(l 
H,br),3.00-3.20(lH,br),3.90(2H,t^=6.4Hz),4.70-4.90(lH,br),6.38(lH^),6.72(lH,d^= 
7.8Hz),6.84(lH ) d^=8.7Hz),6.96(lH,dd^=2.5,8.6Hz) s 7.10-7.18(2H,m),7.22-7.27(lH > 
m),7.28-7.31(lH,m),7.35Cias),7.87(lH,s). 



[0 0 6 8] 



tBiE# 2004-3048216 
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24/ 




Ex 


nA . nB . nC 


Data 

R" : -CF 3 ; R B : Bn-O : R^ : -H 


17 


MS(+);517. " 

NMR(DMSO-d6);2.30-2 55HH br} 1 60-? ROnw \>r\ "\ i o^m k*\ /itc >i nc/iu u 

r),5.09(2H,s),6.38(lH^) > 6.73(lH,d^7.8Hz),6.86(lH,d^8.7Hz),7.05(lH,ddJ^2.4,8 
4Hz),7.13-7.18nH,m),7.22-7.42(9H,m),7.88nH,s). 

R A : -CF, ; R° : nPr-NflVle)- ; : -H 


18 


MS(+) ; 482. 

NMR(DMSO-d6);0.81(3H,t,J=7.2Hz),1.40-1.46(2HAn),2.24-2.52(lH,br),2.57-2.78(l 
H.br),2.85f3H.s\2.95-3 17HH brl 1 TKOVt «\A7n * m/iu k-\ a 5</iu.\ c * in/ a 

H,m),7.16-7.34(4H,mV7.84(lH,s). 

R A :-CF, ; R° : HO- ; R L : -CH 7 -CONH, 


19 


MS(+);484. " 

l^(DMSO-d6);2.30-2.50(lH s br)^.55-2.80(lH > br),3.00-3.20(lH,br) > 3.75(2H,s),4.70 
^.90(lH,br),6.47(lH,s),6.66-6.76(3H,m),7.00(lH,d^=1.5Hz),7.10-7.19(2H,m),7.22-7. 

R":-CF 3 ; R B : HO- ; R : -H 


20 


MS(+);427. 

NMR(DMSO-d6)^.30-2.50(lH,br),2.55-2.80(lH,brp.00-3.20(lH,br),4.70-4.90(lH,b 
r),6.41(lH ) s),6.67-6.74(3H,m) J 7.00(lH,s),7.I5(lH,tdJ=1.4 > 7.8Hz) > 7.24(lH,t,J=7.6Hz), 
7.27-7.32fl H,m),7.34( 1 H.s).7.85(lH,s), 10.3nH.s). 
R A : -CF 3 ; R° : nPr-Sf=OV ; R- : -CH,-CONH, 


21 


MS(+) ; 558. ~ ~ ~ ~ 

NMR(DMSO-d6);0.87(3H,t,J=7.2Hz), 1 . 19-1 .27(1 H,m),l .45-1 .58(1 H,m),2. 1 8-2.52( 1 
H,brp.65-2.78(lH,br),2.93-3.00(2H,m),3.06-3.25(lH,br),3.74-3.76(2H,m) 9 4.75-4.92 
(lH,br),6.55(lH,s),6.73(lH,d,J=7.6Hz),7.12-7.15(3H >m X7.24-7.33(2H,m),7.36(lH,d(L 
J=1.6,7.2Hz\7.71(lH,dJ=8.0Hz),7.98nH.s\8.70(lH,s). 


22 


R^-CF,; R D : nPr-S(=OV ; R 1 " : -CH>-CONH 2 
MS(+) ; 574. 

>nV4R(DMSO-d6);0.84(3H,t,J=7.6Hz),1.38-1.47(2H,m),2.15-2.54(lH,br),2.67-2.90(l 
O.^MZ^O. 1 o( 1 M,S),5.7 1(1 H,s). 



[0 0 6 9] 



m!DE# 2004-3048216 



!$m 2003-401126 ^- v* : 25/ 




Ex 


R B 


R D 


MS(+) 


23 


-OnPr 


r 


J*rt 


24 


-OnPr 




JvV 


25 


-OnPr 


Rr 


UU*T,VVU 


26 




n 


JJO 


27 




R 
n 




28 


fS^-O-CH^CHFCH^ 


H 

XI 




29 


(R>0-CH 2 CHFCH 3 


H 


544 


30 


(SK>-CH 2 CHFCH 3 


F 


562 


31 


(RMJ-CJfeCHFCtfe 


F 


562 


32 


-0-CH 2 CHFCH 3 


H 


544 


33 


-0-CH 2 CF 2 CH 3 


H 


562 


34 


-O-CH2CF2CH3 


F 


580 ! 


35 


! -N(Me)Et 


H 


525 


I 36 


-N(Et)nPr 


H 


553 


37 


-N(Me)nBu 


H 


553 


38 


-N(Me)iBu 


H 


553 


39 


-NnPr 2 


H 


567 


40 


-SEt 


H 


528 I 


! 41 


-SiBu 


H 


556 


42 


-SCH=CH 2 


H 


526 


43 


-SCH2CH2F 


H 


546 


44 


-S(CH 2 )2CH2F 


H 


560 


45 


-SCH2CHFCH3 


H 


560 



[0 0 7 0] 



ffifiE# 2004-3048216 



#M 2003-401126 



^-v 7 : 26/ 




Ex 


FT 


R 


MS(+) 


46 


-OnPr 


F 


531 


47 


-OnPr 


CI 


547 


48 


-0-CH 2 cPr 


i H 


525 


49 


-CMCH^CI^F 


H 


531 I 


50 


-O-CH2CHFCH3 


H 


531 


51 


-0-CH 2 CF 2 CH 3 


H 


549 


52 


(S>OCH 2 CHFCH 3 


H 


531 


53 


(RH>-CH 2 CHFCH 3 


H 


531 


54 


(S>0-CH 2 CHFCH 3 


F 


549 


55 


(R>0-CH 2 CHFCH 3 


F 


549 


56 


-0-CH 2 CF 2 CH 3 


F 


567 


! 57 


-N(Me)(CH 2 )2CH 2 F 


H 


544 


58 


-N(Et)nPr 


H 


540 


59 


-SCH=CH 2 


H 


513 


60 


-SCH 2 CH 2 F 


H 


533 


61 


-S(CH 2 )2CH 2 F 


H 


547 



10 0 7 1] 



2004-3048216 




Ex 


R° 


R D 


MS(+) 


62 


-OnPr 


F 


487 


63 


-OnPr 


CI 


503 


64 


-OnPr 


Br 


547,549 


65 


-0-(CH 2 )2CH 2 F 


H 


487 


66 


-0-CH 2 CHFCH 3 


H 


487 


67 


-O-CH2CF2CH3 


H 


505 


68 


-0-CH 2 CF 2 CH 3 


F 


523 


69 


(S)-0-CH2CHFCH 3 


1 H 


487 


70 


(RK>-CH 2 CHFCH 3 


H 


487 I 


71 


(S)-0-CH 2 CHFCH 3 


F 


505 | 


72 


(R)-0-CH 2 CHFCH 3 


F 


505 


73 


-N(MeXCH 2 )2CH 2 F 


H 


500 


74 


-N(Me)CH 2 CF 2 CH 3 


H 


518 


75 


-N(Et)nPr 


H 


496 


76 


-N(Et)(CH 2 )2CH 2 F 


H 


514 


77 


-NnPr 2 1 


H 


510 



[0 0 7 2] 



ttilE# 2004-3048216 




Ex 


R c 


fx 




7ft 


-NH(Cli2)20Me 


H 


527 


' 7Q 


-iNi-iC(Me)2^H20H 


H 


! 541 




-NHtCIHhfcF 


H 


515 


81 

O f 


-NH(CH2)30H 


H 


527 




-NH(CH2hF 


H 


! 529 


8^ 


-NHUH 2 CH(OH)CH20H 


H 


543 


84 


XTT Tf'T T pTT/T) /mt\/-\i v /%t t 

•NHCH2CH(R-OH)CH20H 


H 


543 


ou 


-NHCJH2CH(S-OH)CH20H 


H 


543 


OD 


-NHCH2CH(R-OH)CH 2 OH 


F 


561 1 


87 
o r 


-NH(CH 2 )20(CH2)20H 


H 


557 


OO 


-NH(CH 2 )2NMe9 


H 


540 


8Q 


-NH(CH 2 )2CONH2 


H 


540 


i 90 


-NHCH(CONH?"b 


n. 


JO" 


91 


-NHCH 2 CONHMe 


H 


540 


92 


-NHCH 2 CONMe 2 


H 


554 


93 


-NHCCH^NHCOCH. 


H 


554 


j 94 


-N(CH 2 CH,OH>, 


H 


557 


95 


-N(CH 2 CONH,), 


H 


583 | 


96 


-NHPh 


H 


545 


97 


-NHPh(2-OH) 


H 


561 


98 


-NHPh(3-OH) 


H 


561 


99 


-NHPh(4-OH) 


H 


561 


100 


-NHPhf2-CONH 2 ) 


H 


588 


101 


-NHPh(3-CONH 2 ) 


H 


588 


102 


-NHPh(4-CONH,> 


H 


588 


103 


-NHPh(3-S0 2 NH 2 ) 


H 


624 


104 


-NHPh(4-S0 2 NH 2 ) 


H 


624 


105 


-NHPh(3-NHCOMe) 


H ! 


602 



[0 0 7 31 



miiE# 2004-3048216 



mm 2003-401126 ^- v* : 29/ 




Ex 


R c 


R D 


MS(+) 


106 


-NHCH 2 Ph(3-OH) 


H 


575 


107 


-NHCH 2 Ph(4-OH) 


H 


575 


108 


-NHCH 2 Ph(4-S0 2 NH 2 ) 


H 


638 


109 


-NHCH 2 (2-Py) 


H 


560 


110 


0 

— N O 
H 


H 


580 


111 


Cr OH 


H 


596 


112 


O 


H 


594 


113 


0 


H 


610 



I0 0 7 4J 



ffifE#2 004-3048216 




Ex 


R c 


R D 




114 


- N CT 


H 


539 


115 




H 


553 


116 


CONH 2 


H 


580 


117 


-N^)-CONH 2 


H 


580 


118 


-|Q-F 


H 


555 


119 




H 


573 


120 


-£ 


H 


567 


121 


-N NH 


H 


552 


122 




H 


539 



[0 0 7 5] 



tBSE# 2004-3048216 



iWm 2 0 0 3-4 0 1 1 2 6 ^- v : 31/ 




Ex 




R c 


R° 


MS(+) 


123 


-0-(CH 2 )2CH 2 F 


-nhch 2 ch(r-ohx:h 2 oh 


H 


561 


124 


-0-(CH2)2CH2F 


-NHCH 2 CH(S-OH)CH 2 OH 


H 


561 


125 


-0-(CH 2 )2CH2F 


-NH(CH 2 )2CONH 2 


H 


558 


126 


-CKCHa^CHzF 


OH 
N— ' 
H U 


H 


628 


127 


(+K>-CHFCH3 


-NH(CH 2 )2CONH 2 


H 


558 


128 


(-)-0-CHFCH 3 


-NH(CH 2 )2CONH 2 


H 


558 


129 


(+>0-CHFCH 3 


-NHCH 2 CH(S-OH)CH 2 OH 


H 


561 


130 


(->0-CHFCH 3 


-nhch 2 ch(s-oh)ch 2 oh 


H 


561 


131 


(+K)-CHFCH3 


-nhch 2 ch(r-ohk:h 2 oh 


H 


561 


132 


(-)-0-CHFCH 3 


-nhch 2 ch(r-oh)ch 2 oh 


H 


561 


133 


(+K>-CHFCH 3 


-NH(CH 2 )2CONH 2 


F 


576 


134 


(-)-0-CHFCH 3 


-NHCCH^CONH, 


F 


576 


135 


(+K>-CHFCH 3 


-NHCH 2 CH(S-OH)CH 2 OH 


F 


579 


136 


(-K)-CHFCH 3 


-NHCH 2 CH(R-OH)CH 2 OH 


F 


579 


137 


-0-CH 2 CF 2 CH 3 


-nhch 2 ch(r-oh)ch 2 oh 


H 


579 


138 


-0-CH 2 CF 2 CH 3 


-NHCH 2 CH(S-OH)CH 2 OH 


H 


579 


139 


-o-ch 2 cf 2 ch 3 


-NH(CH 2 )2CONH 2 


H 


576 


140 


-0-CH 2 CF 2 CH 3 


-NH(CH 2 )2CONH 2 


F 


594 


141 


-OCH 2 CF 2 CH 3 


-NHCH 2 CH(S-OH)CH 2 OH 


F 


597 


I 142 


-0-CH 2 CF 2 CH 3 


-NHCH 2 CH(R-OH)CH 2 OH 


F 


597 


143 


-SEt 


-NH(CH 2 )2CONH 2 


H 


542 


144 


-SEt 


-NHCH(CONH 2 ), 


H 


571 


145 


-SEt 


-NHPh(3-CONH 2 ) 


H 


590 ! 



[0 0 7 6] 



tBSE#2 004-3048216 



#M 2003-401 126 v : 32/ 

m 1 9 ] £ ^ 



Q 



nPrO 




Ex 


R 1A 


MS(+) 


146 


Giy 


493 


147 


Car 


436 



[0 0 7 7] 

No : fk^#-^-o 

R 1A , -A A -B\ X, Y:-^«f<7 ) g^ > 

iPr : ^yynt';!/, tBu : tert-:7*^;K cBu : y?n7f;K nPen : J ;i^;i"<>^-;K 
cPen: ->^n^>^;u, iAm : ^V7 5;K nHex I 7 ;U-r;V"s^r ~>;K pyrr I tfn'Jv^- 

W ;K pipe: yj'-i-'f/K pipa: ^^yv-W/i', mor : -=e;v*u ^-4-^;!/ 
\ Ac : T-b-f-;V, Ms : 7 * cyano : ->7/ 8 

[0 0 7 8] 



mSE#2 004-3048216 



#M 2003-401126 



33/ 



[^2 0] 








CF 3 


No 


R 1A 


-A -B 




p1A 


i aA nA 

-A -D 


A1 


vjiy 




A30 


Car 


_<KCH 2 ) 2 -cyano 


A2 


vjiy 




A31 


Etha 


-0-CH 2 CHfMe)OMe 


no 


Hula 




A32 


Etha 


-0-CH 2 CH(Me)OMe ! 


A4 


v^aT 




A33 


Car 


-Q-CH 2 CH(Me)OMe 




cms. 


-U-irT 


A34 


Etha 


-0-CH 2 CF 2 CFi 


Afi 


Car 




A35 


Car 


-0-CH 2 CF 2 CF, 


A7 

/A/ 




/~\ ;t>__ 

-w-irSu 


A36 


Etha 


-Q-CH 2 CF 2 CHF 2 


1 Aft 


Urly 


-O-tBu 


A37 


Car 


-0-CH 2 CF 2 CHF 2 


AQ 


\jiy 


-u-iAm 


A38 


Gly 


-O^CH^OH 




vjiy 


-O-nPen 


A39 


Etha 


-O-CCH^OH ~^ 


AH 


fctna 


-O-nHex 


A40 


Par 


^"V^xl 2 J 2 <JrT 


A19 


oiy 


-O-cPen 


A41 


Gly 


-Q-CH 7 CO,H 


A1^ 


vjiy 


-O-Ph 


A42 


Etha 


-0-CH 2 CO?H 


A14 


Car 


-O-Ph 


A43 


Car 


-0-CH 2 CO,H 


A15 


Gly 


•0-CH 2 CFi 


A44 


Etha 


-N(Me)-iBu ! 


A16 


Gly 


-0-CH 2 CHF 2 


A45 


Car 


-N(MeViBu 


A17 


Gly 


-0-CH 2 CH=CH 


A46 


Etha 


-S-Et 


A18 


Gly 


-OCCH^CH=CH 


A47 


Car 


-S-Et 


A19 


Gly 


-0-(CH 2 ) 2 OMe 


A48 


Gly 


-S-iPr 


A20 


Car 


-OCH 2 cPr 


A49 


Etha 


-S-iPr 


A21 


Gly 


-0-CH 2 cBu 


A50 


Car 


-S-iPr 


A22 


Car 


-0-CH 2 cBu 


A51 


Gly 


-N(Me>CH,CH>OMe 


A23 


Gly 


-0-CH 2 tBu 


A52 


Etha 


-N(Me)-CH,C»>OMe 


A24 


Etha 


-0-CH 2 tBu 


A53 


Car 


-N(Me)-CH,CH-.OMe 


A25 


Gly 


-0-CH 2 CONH, 


A55 


Gly 


-N(Me)-nBu 


A27 


Gly ) 


-OCH 2 CONHMe 


A56 


Etha 


-N(Me>nBu 


A28 


Gly 


-0-(CH 2 ) 2 -cyano | 


A57 


Car 


-NfMeVnBu 


A29 


Etha 


-O-CCH^-CYano 


A58 


Etha 


-N(nPr)-nPr 



[0 0 7 9] 



tttiEij$2 004-3048216 



#M 2 0 0 3-4 0 1 1 2 6 ^- v : 34/ 




No 


R 1A 


-A A -B A 


A69 


Gly 


-O-Et 


A70 


Car 


-O-nPr 


A71 


Gly 


-O-iPr 


A72 


Etha 


-O-nBu 



[0 0 8 0] 



fcBSEift 2004-3048216 



#02 003-401126 ^-v* : 35/ 




No 


R 1A 


-X- 


Y 


-A A -B A 


B1 


Gly 


-N=C- 


N 


-O-nPr 


B2 


Etha 


-N=C- 


N 


-O-nPr 


i B3 


Car 


-N=C- 


IN 


-O-nPr 


B4 


Glv 


-N=C- 


N 

IN 




B5 


Etha 


-N=C- 


XI 
In 


"v-IOU 


B6 


Car 




XT 
In 




B7 


Glv 


-N=C- 

IN 


! xj 

IN 


-o-nrT 


! B8 


Etha 


-N=C- 


IN 


"0"IIrT 


B9 


Car 


IN 


XJ 


-o-IlrT 


B10 


Glv 


-N=C- 


IN 


-XlfK/f*^ nPr 

-iN^ivie j-nrr 


B11 


Etha 


-N=C- 


XI 
In 


-in ^jvic/-ntT 


B12 


Car 


in ^ 


! XJ 
In 


-XI^Y/I*^ nDr 

-in ^ivie j-nrT 


B13 


i Glv 


IN IN 




-V-J-ILrT 


B14 


Etha 


in in~ 


pu 
v»*ri 


-w-iLrT 


B15 


Car 


IN IN 




-v/-ILtT 


B16 


Glv 


•lN IN" 






B17 


Etha 


1N IN" 






B18 


Car 


-N=N- 


CH 


-O-iBu 


B19 


Gly 


-N=N- 


CH 


-S-nPr ! 


B20 


Etha 


-N=N- 


CH 


-S-nPr 


B21 


Car 


-N=N- 


CH 


-S-nPr I 


B22 


Gly 


-N=N- 


CH 


-N(Me>nPr 


B23 


Etha 


-N=N- 


CH 


-N(Me)-nPr 


B24 


Car 


-N=N- 


CH 


-N(MeVnPr 


B25 


Gly 


-S- 


N 


-O-nPr 


B26 


Etha 


-S- 


N 


-O-nPr 


B27 


Car 


-S- 


N 


-O-nPr 


B28 


Gly 


-S- 


N 


-O-iBu 


B29 


Etha 


-S- 


N 


-O-iBu 


B30 


Car 


-s- 


N 


-O-iBu 


B31 


Gly 


-s- 


N 


-S-nPr ! 


B32 


Etha 


-s- 


N 


-S-nPr 


B33 


Car 


-s- 


N 


-S-nPr I 


B34 


Gly 


-s- 


N 


-N(Me>nPr 


B35 


Etha 


-s- 


N 


-N(Me>nPr 



[0 0 8 1] 



tBI£# 2004-3048216 



#M2 0 0 3-4 0 1 1 2 6 ^- v : 36/ 




No 


R 1A 


-X- 


Y 


-A A -B A 


B36 


Car 


-S- 


N 


-N(Me>nPr 


B37 


Gly 


-N=C- 


CH 


-O-nPr 


B38 


Etha 


-N=C- 


CH 


-O-nPr 


B39 


Car 


-N=C- 


I CH 


-O-nPr 


B40 


Gly 


-N=C- 


CH 


-O-iBu 


B41 


Etha 


-N=C- 


CH 


-O-iBu 


B42 


Car 


-N=C- 


CH 


-O-iBu 


B43 


Gly 


-N=C- 


CH 


-S-nPr i 


B44 


Etha 


-N=C- 


CH 


-S-nPr 


B45 


Car 


-N=C- 


CH 


-S-nPr | 


B46 


Gly 


-N=C- 


CH 


-N(Me>nPr 


B47 


Etha 


-N=C- 


CH 


-N(Me>nPr 


B48 


Car 


-N=C- 


CH 


-N(Me)-nPr 



[0 0 8 2] 



2004-3048216 



#M 2003-401126 



^-v I 37/ 




No 


R 1A 


-X- 


Y 


-A A -B A 


B49 


Etha 


-C=C- 


N 


-O-nPr 


B50 


! Gly 


-c=c- 


N 


-O-iBu 


B51 


Etha 


-c=c- 


N 


-O-iBu 


B52 


Car 


-c=c- 


N 


-O-iBu 


B53 


Gly 


-c=c- 


N 


-S-nPr | 


B54 


Etha 


-c=c- 


N 


-S-nPr | 


B55 


Car 


-c=c- 


N 


-S-nPr 


B56 


Gly 


-c=c- 


N 


-N(Me>nPr 


B57 


Etha 


-c=c- 


N 


-N(Me>nPr i 


B58 


Car 


-c=c- 


N 


-N(Me>nPr 


B59 


Gly 


-s- 


CH 


-O-nPr 


B60 


Etha 


-s- 


CH 


-O-nPr 


B61 


Car 


-s- 


CH 


-O-nPr i 


B62 


Gly 


-s- 


CH 


-O-iBu 


B63 


Etha 


-s- 


CH 


-O-iBu 


B64 


Car 


-s- 


CH 


-O-iBu 


B65 


Gly 


-s- 


CH 


-S-nPr 


B66 


Etha 


-s- 


CH 


-S-nPr 


B67 


Car 


-s- 


CH 


-S-nPr j 



[0 0 8 3] 
1*2 5] 




No 


R 1A 


X 


Y 


-A A -B A 


B68 


Gly 


N 


s 


-N(MeVnPr ! 


B69 


Etha 


N 


s 


-NCMeVnPr 


B70 


Car 


N 


s 


-NfMeVnPr f 



[0 0 8 4] 



ttilE# 2004-3048216 



#M 2003-401126 ^-v: 38/ 




No 


R 1A 


-A A -B A 


No 


R 1A 


-A A -B A 


CI 


Gly 


-O-iBu 


CIO 


Gly 


-S-iPr 


C2 


Etha 


-O-iBu 


Cll 


Etha 


-S-iPr 


C3 


Car 


-O-iBu 


C12 


Car 


-S-iPr 


C4 


Gly 


-O-nBu 


C13 


Gly 


-S-Et 


! C5 


Etha 


-O-nBu 


C14 


Etha 


-S-Et 


C6 


Car 


-O-nBu 


C15 


Car 


-S-Et 


C7 


Gly 


-S-nPr 


C16 


Gly 


-N(Me>nPr 


C8 


Etha 


-S-nPr 


C17 


Etha 


-N(Me>nPr 


C9 


Car 


-S-nPr 


C18 


Car 


-N(Me>nPr 



[0 0 8 5] 
m2 7] 



Q 




No 


R 1A 


-A A -B A 


No 


R 1A 


-A A -B A 


C19 


Gly 


-O-nPr 


C30 


Car 


-S-nPr 


C20 


Etha 


-O-nPr 


C31 


Gly 


-S-iPr 


C21 


Car 


-O-nPr 


C32 


Etha 


-S-iPr 


C22 


Gly 


-O-iBu 


C33 


Car 


-S-iPr 1 


C23 


Etha 


-O-iBu 


C34 


Gly 


-S-Et 


C24 


Car 


-O-iBu 


C35 


Etha 


-S-Et 


C25 


Gly 


-O-nBu 


C36 


Car 


-S-Et | 


C26 


Etha 


-O-nBu 


C37 


Gly 


-N(Me>nPr 


C27 


Car 


-O-nBu 


C38 


Etha 


-N(Me>nPr 


C28 


Gly 


-S-nPr 


C39 


Car 


-NfMeVnPr 


C29 


Etha 


-S-nPr 





[0 0 8 6] 



ffifiE#2 004-3048216 



<Wm 2003-401126 



^-v: 39/ 



1*2 81 




No 


R 1A 


-A A -B A 


No 


R 1A 


-A A -B A 


C40 


Gly 


-O-iBu 


C49 


Gly 


-S-iPr 


C41 


Etha 


-O-iBu 


C50 


Etha 


-S-iPr 


C42 


Car 


-O-iBu 


C51 


Car 


-S-iPr 


C43 


Gly 


-O-nBu 


C54 


Gly 


-S-Et 


C44 


Etha 


-O-nBu 


CSS 


Etha 


-S-Et 1 


C45 


Car 


-O-nBu 


C56 


Car 


-S-Et 


C46 


Gly 


-S-nPr 


C57 


Gly 


-N(Me)-nPr ! 


C47 


Etha 


-S-nPr 


C58 


Etha 


-N(Me)-nPr 


C48 


Car 


-S-nPr 


C59 


Car 


-N(Me)-nPr 



I0 0 8 7J 
IM2 91 




No 


R 1A 


-A A -B A 


No 


R 1A 


-A A -B A 


C60 


Etha 


-O-nPr 


C70 


Gly 


-S-iPr 


C61 


Gly 


-O-iBu 


C71 


Etha 


-S-iPr 


C62 


Etha 


-O-iBu 


C72 


Car 


-S-iPr 


C63 


Car 


-O-iBu 


C73 


Gly 


-S-Et 


C64 


Gly 


-O-nBu 


C74 


Etha 


-S-Et 


C65 


Etha 


-O-nBu 


C75 


Car i 


-S-Et 


C66 


Car 


-O-nBu 


C76 


Gly 


-N(Me)-nPr 


C67 


Gly 


-S-nPr 


C77 


Etha 


-N(MeVnPr 


C68 


Etha 


-S-nPr 


C78 


Car 


-N(Me>nPr 


C69 


Car 


-S-nPr 









10 0 8 81 



tfifiE#2 004-3048216 



mm 2003-401126 



^-v: 40/ 




Me 



No 


R 1A 


No 


p1A 


ni 




D33 


4-H 2 NOC-pipe 




iNnrn 


D34 


NHCH 2 CO-pyrr i 




iNm^ri 2 rn 


D35 


NHCH 2 CO-(3-HO-pyiT) 




iNllUH 2 H2-HU-Pn) 


D36 


NHCH 2 CO-(3-HO-DiDe) 




rsiJHCJl 2 HJ~HU-Pn) 


D37 


NHCH 2 CO-(4-HO-pipe) 




xn-i/^T-i (A urLDk\ 

in ntri2-(4-nU-rn^ 


D38 


NH-(3-Ac-Ph) 


vJ l 


XTT-I/^U /O TJ XT/**/"* nu\ 

iNJtlCH2H^-rl2NUC-Ph) 


D39 


NH-(3-MeHNOC-Ph) 


LSO 


!Niiv^ri2^j-ii2iN\Jo-Kn) 


D40 


NHCHr^4-H 2 N02S-Ph) 


HQ 

L/57 


iNrioii2-v^-xl2lNVJU-"nj 


D41 


NH-(3-Ms-Ph) 


nin 

LJ l\J 




D42 


NHCH 2 CO-mor 


nn 


VfLI /O TJ/^ T>U\ 


D43 


NHCH 2 -(6-HO-2-Py) 




XTT-J //4 TT/"*V DUN 


D44 


>MCH 2 ^6-MeO-2-P>/) \ 


U I o 


Nrl-(2-H2NOC-Ph) 


D45 


NHCH 2 -(6-H 2 NOC-2-Py) 


D14 


NH-(3-H 2 NOC-Ph) 


046 


j^riv^ri2^o^yano-z-^y l 


D15 


NH^4-H 2 NOC-Ph) 


D47 


NHCHH6-Me 2 NOC-2-IV» 


D16 


NH<CH 2 ) 2 OMe 


D48 


NHCH 2 -(6-H 2 N-2-IM 


D17 


NH-(CH 2 ) 3 OH 


049 


NHCH 2 -(6-Me 2 N-2-Py) I 


D18 


N(CH 2 CH 2 OH>> 


D50 


NHCHj-^e-F^-Pv) 


D19 


NHCH 2 CH(CH 2 OH)OH 


D51 


NHCH 2 -f6-Cl-2-IV> 


D20 


N(Me)CH 2 CH 2 OH 


D52 


NHCH2-(6-Me-2-Pv") 


D21 


3-HO-pyrr 


D53 


NHCHy<pvrazol-2-yl) 


D22 


3-HO-pipe \ 


D54 


NHCHHpyridazine-2-yI) 


D23 


4-HO-pipe i 


055 


NHCHHDVrimidine-2-vn 


D24 


NHCH 2 CONHMe 


D56 


NCCHiCONHjXtCH^OH) 


D25 


NHCH 2 CONMe, 


D57 


NHCHfMe^CftOH 


D26 


N(Me)CH 2 CONH 7 


D58 


NHCH 2 CH(Me)OH ! 


D27 


N(Me)CH 2 CONHMe 


D59 


NHCCMe^CH^OH 


D28 


N(Me)CH 2 CONMe 2 


D60 


NHCH 2 C(Me)20H 


D29 


NHCCH^CONH, 


D61 


3-oxo-pipa 


D30 


N(CH 2 CONH^ 


D62 


NHCH 2 CO-(3-H 2 NOC-pipe) 


D31 


NHCH(CONH 2 )CH90H 


063 


NHCH 2 CO-(4-H 2 NOC-pipe) I 


D32 


3-H 2 NOC-pipe 


D64 


NHCH(CH 2 OH>, i 



[0 0 8 9] 



ttJiE#2 004-3048216 




! No 


R 1A 


No 


R 1A 


E1 


NHCHoPh 


tZ£\J 


INrlCM 2 -{o-H 2 Nt)C-2-Py) 


E2 


NHCHy<2-HO-Ph) 


E21 


NHCH 2 -(6-cyano-2-Py) i 


! E3 


NHCH 2 -(2-H 2 NOC-Pli> 


E22 


NHCH 2 -(6-Me 2 NOC-2-PY) 


E4 


NHCH 2 -(3-H 2 NOC-Ph"> 


E23 


NHCH 2 -(6-H,N-2-Py) 


E5 


NHCH 2 -(4-H 2 NOC-Ph) 


E24 


NHCH 2 -(6-Me 2 N-2-Py) 


E6 


N(Me)CH 2 CH 2 OH 


E25 


NHCH 2 -(6-F-2-Py) 


E7 


4-HO-pipe 


E26 


NHCH 2 -(6-Cl-2-Py) 


E8 


N(Me)CH 2 CONH 2 


E27 


NHCH 2 -(6-Me-2-Py) 


E9 


N(MeX:H 2 CONHMe 


E28 


NHCH 2 -(pvrazol-2-yl) 


E10 


N(Me)CH 2 CONMe 2 


E29 


NHCH 2 -(pyridazine-2-vn 


E11 


NHCH(CONH 2 )CH,OH 


E30 


NHCH 2 -(Dvrimidine-2-vO 


E12 


NHCH 2 CO-(3-HO-pipe) 


E31 


NCCH^ONH^aCH^OH) 


E13 


NH-(3-Ac-Ph) 


E32 


NHCH(Me)CH 2 OH 


E14 


NH-(3-MeHNOC-PW 


E33 


NHCH 2 CH(Me)OH i 


E15 


NHCH^H^CS-PW 


E34 


NHCH 2 C(Me),OH 


E16 


NH-(3-Ms-Ph) 


E35 


NHCH 2 CO-(3-H 2 NOC-piDe) i 


E17 


NHCH 2 CO-mor 


E36 


NHCH 2 CO-f4-H 2 NOC-pipe) 


E18 


NHCH 2 -(6-HO-2-Py) 


E37 


NHCH(CH 2 OH), 


E19 


NHCH 2 -(6-MeO-2-Py) 





[0 0 9 0] 



fctJlE# 2 0 0 4 



-3048216 



#M 2 0 0 3-4 0 1 1 2 6 ^- v : 42/ 




No 


R 1A 


No 


D 1A 


pi 




coo 
TOO 


4-H 2 NOC-pipe 




in ri i n 


ro4 


NHCH 2 CO-pyrr 


P°« 




F35 


NHCH 2 CO(3-HO-pyrr) 






F36 


NHCH 2 CO(3-HOpipe) 


PR 


INHCH2H^~HU-Pll) 


F37 


NHCH 2 CO-(4-HO-pipe) 


ro 




F38 


NH-(3-Ac-Ph) j 


P7 


NHCJrl2-{2-H2NOC--Ph) 


F39 


NH-(3 -MeHNOC-Ph) 


PA 

ro 


NHCH2-(3-H2NOC-Pn) 


F40 


NHCH 2 -(4-H2N02S-Ph) | 


PQ 


NrlCH2-(4-H2NOC-Ph) 


F41 


NH-(3-Ms-Ph) 


Pin 
riu 


xtt_j /o un T»U\ 


F42 


NHCH 2 CO-mor 


r 1 1 


NH-lJ-HU-Pn) 


F43 


NHCH 2 -(6-HO-2-Py) 


PIO 


NH-(4-HO-rn) 


F44 


NHCHr-(6-MeO-2-Py) 


PiQ 

rlo 


NH-(2-H2NOC~Ph) 


F45 


NHCH2-(6-H 2 NOC-2-Py) 




NH^3-H 2 NOC-Pn) 


F46 


NHCH 2 -(6-cyano-2-Py) 


F15 


NH-(4-H 2 NOC-Ph) 


F47 




F16 


NH-(CH2)20Me 


F48 


NHCH 2 -{6-H 2 N-2-Py) 


F17 


NH-(CH 2 ) 3 OH 


F49 


NHCH 2 -(6-Me 2 N-2-Pv) 


F18 


N(CH 2 CH 2 OH) 2 


F50 


NHCH 2 -(6-F-2-Py) 


F19 


NHCH2CWCH,OHX)H 


F51 


NHCH 2 -(6-Cl-2-Pv) 


F20 


N0VIe)CH2CH 2 OH 


F52 


NHCH 2 -<6-Me-2-Py) 


F21 


3-HO-pyrr 


F53 


NHCH 2 -(pyrazol-2-y]) 


F22 


3-HO-pipe 


F54 


NHCHWpyridazine^-yl) 


F23 


4-HO-pipe 


F55 


NHCH 2 -(pyrimidine-2-vn 


F24 


NHCH 2 CONHMe 


F56 


NCCHaCONH^CCCH^OH) 


F25 


NHCHzCONMe, 


F57 


NHCH(Me)CH 2 OH j 


F26 


N(Me)CH 2 CONH 2 


F58 


NHCH 2 CH(Me)OH 


F27 


N(Me)CH 2 CONHMe 


F59 


NHCCMefcCHbOH i 


F28 


N(Me)CH 2 CONMe 2 


F60 


NHCH 2 C(Me)20H 


F29 


NH(CH 2 ) 2 CONH 2 


F61 


3-oxo-pipa 


F30 


N(CH 2 CONH 2 ) 2 


F62 


NHCH 2 CO-r3-H 2 NOC-pipe) 


F31 


NHCH(CONH 2 )CH 2 OH 


F63 


NHCH 2 CCK4-H 2 NOC-pipe) 


F32 


3-H 2 NOC-pipe 


F64 


NHCHtCtfeOHk i 
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G1 


NHCH-i-72-Pv* 

* *2^« r y i 


o32 


NHCH2CO-pyrr 


G2 


NHPh 


o33 


NHCH 2 CCK3-HO-pyrr) 


G3 
G4 


NHCHoPh 


G34 


NHCH 2 CO-(3-HO-pioe) 


G5 


i , mi\-/n2-\ii-nu-rn 1 


G35 
G36 


NHCH 2 CO-(4-HO-pipe) 
NH-{3-Ac-Ph> 


G6 


i>nun2*^ 1 +-nu-rfl ) 


G37 


NH-(3 -MeHNOC-Ph) 


G7 




G38 


NHCH2-(4-H2NCbS-Ph) 


G8 




G39 


NH<3-Ms-Ph) 


G9 




G40 


NHCH 2 CO-mor 


G10 




(~s A A 

G41 


NHCH2-f6-HO-2-Py) 


G11 




G42 


NHCH 2 -f6-MeO-2-Py) I 


G12 




G43 


NHCH2-C6-H 2 NOC-2-Pv) 


G13 




G44 


NHCHy(6-cyano-2-Pv) 


G14 


NH-(4-H 2 NOC-Ph) 


G45 


NHCHr-fd-Me^NOC-^-Pv^ 


G15 


NH-(CH 2 ),OMe 


G46 


NHCH 2 -(6-H 2 N-2-Pv) 


G16 


NH-(CH,>OH 


G47 


NHCH 2 -f6-Me 2 N-2-Py} 


G17 


N(CH,CH,OH>, 


G48 


NHCH 2 -f6-F-2-Pv^ 


G18 


NHCH,CHfCH 2 OH)OH 


G49 


NHCH5-f6-Cl-2-Py) | 


G19 


N(Me)CH,CH 2 OH 1 


G50 


NHCH 2 -(6-Me-2-Py) 


G20 


3-HO-pyrr 


G51 


NHCH 2 -fDvrazol-2-vn 


G21 


3-HO-pipe J 


G52 


NHCH 2 -Cpvridazine-2-yn 


G22 


4-HO-pipe 


G53 


NHCH,-fDvrimidine-2-yn i 


G23 


NHCH,CONHMe 


G54 


N(CH 2 CONH,)((CH 2 ),OHD 


G24 


NHCH 2 CONMe, 


G55 


NHCH(Me")CH 2 OH 


G25 


N(Me)CH,CONH, 


G56 


NHCH 2 CH(MeK>H 


G26 


N(Me)CH,CONHMe I 


G57 


NHCCMe^CHjOH ! 


G27 


N(Me)CH,CONMe, 4 


G58 


NHCH 2 C(Me^OH 


G28 


N(CH 2 CONH,-), ~1 


G59 


3-oxo-pipa | 


G29 


NHCHCCONH 2 )CH 2 OH 


G60 


NHCH 2 CO-f3-H 2 NOC- D iDe) 


G30 


3-H 2 NOC-pipe 


G61 


NHCH 2 CCK4-H 2 NOC-DiDe) i 


G31 


4-H 2 NOC-pipe 


G62 


NHCH(CH,OHV, 
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NHCH 2 -(2-Py) 


H33 


4-H 2 NOC-pipe 




NHPn 


H34 


NHCH 2 CO-pyrr i 


no 


NHCH 2 Ph 


H35 


NHCH 2 CO-(3-HO-pvn-) 


M4 


NHCH 2 -{2-HO-Ph) 


H36 


NHCH 2 CO-f3-HO-Dioe^ 


MC 

no 


NHCHrO-HO-Ph) 


H37 


NHCHzCW-HO-Dioe'y 


j Ho 


NHCHr<4-HO-Ph) 


H38 


NH-(3-Ac-Ph) 


M7 


NHCH 2 -(2-H 2 NOC-PM 


H39 


NH-(3-MeHNOC-Ph) 


Ho 


NHCH 2 -(3-H 2 NOC-Ph) 


H40 


NHCHj^HzNOjS-Ph) 


M9 


NHCH 2 ^4-H^OC-Plri 


H41 


NH-(3-Ms-Ph) j 


nlQ 


NH-(2-HO-Ph) 


H42 


NHCH,CO-mor 


1 1 A A 

nil 


NH-(3-HO-Ph) 


H43 


NHCHW6-HO-2-Py) 


1 t A t\ 

H12 


NH-<4-HO-Ph) 


H44 


NHCH2-(6-MeO-2-Pv) 


if 4 O 

nlo 


NH-(2-H 2 NOC-PM 


H45 


NHCH 2 -C6-H,NOC-2-Pv) 


H14 


NH-(3-H 2 NOC-Ph) 


H46 


NHCH 2 -(6-cyano-2-Py) 


H15 


NH-(44fcNOC-Plrt 


rvtf 


NHCH 2 -(o-Me 2 NOC-2-Py) | 


H16 


NH-(CH 2 >>OMe 


H48 


NHCH 2 -(6-H 2 N-2-Py) i 


H17 


NH-(CH 2 ) 3 OH 


H49 


NHCH 2 -r6-Me 2 N-2-Py") 


H18 


N(CH 2 CH,OH)2 


H50 


NHCH,-(6-F-2-Py) 


H19 


NHCH 2 CHfCH 2 OH)OH 


H51 


NHCHr<6-Cl-2-Py) 


H20 


N(Me)CH 5 CH 2 OH 


H52 


miCHr<6-Me-2-Py) 


H21 


3-HO-pyrr 1 


H53 


NHCH 2 -(pvrazol-2-yn 


H22 


3-HO-pipe 


H54 


NHCH 2 -(pvridazine-2-yn 


H23 


4-HO-pipe 


H55 


NHCH 2 -fDvrimidine-2-yn 1 


H24 


NHCH 2 CONHMe 


H56 


N(CH 2 CONH 2 K(CH 2 )sOH) 


H25 


NHCH 2 CONMe, 


H57 


NHCH(MeX:H,OH 


H26 


N(Me)CH 2 CONH 2 


H58 


NHCH 2 CHfMe)OH j 


H27 


N(Me)CH 2 CONHMe 


H59 


NHCCMe),CH 2 OH ! 


H28 


N(Me)CH,CONMe, 


H60 


NHCH 2 C(Me) 2 OH 


H29 


NHCCH^CONH, [ 


H61 I 


3-oxo-pipa 


H30 


N(CH 2 CONH,), 


H62 


NHCH 2 CO-(3-H 2 NOC-DiiJe) j 


H31 


NHCH(CONH 2 )CH 2 OH 


H63 


NHCH 2 CO-(4-H 2 NOC-pipe) 


H32 


3-H 2 NOC-pipe 


H64 


NHCH(CH 2 OH), 
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No 


R 1A 
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NHCHy-tt-Py) 


133 


4-H 2 NOC-pipe 


12 


NHPh 


134 


NHCH 2 CO-pyrr 


13 


NHCH 2 Ph 


135 


NHCH 2 C<X3-HO-pvrr) 


14 


NHCH 2 -(2-HO-Ph) 


136 


NHCH 2 CO-f3-HO-oiDe^ 


! 15 


NHCH 2 -(3-HO-Ph) 


137 


NHCH 2 CO-(4-HO-pi P e) 


16 


NHCH,-T4-HO-Ph) 


138 


NH-(3-Ac-Ph) 


17 


NHCH 2 -(2-H 2 NOC-Plri 


139 


NH-(3-MeHNOC-Ph) 


18 


NHCH 2 -{3-H 2 N(X;.Ph) 


140 


NHCHH^NC^S-Ph) 


19 


NHCHr<4-H 2 NOC-Ph) 


141 


NH-(3-Ms-Ph) 


110 


NH-(2-HO-PW 


I42 


NHCH,CO-mor 


111 


NH-(3-HO-Ph) 


i 143 


NHCH 2 -(6-HO-2-Py) 


112 


NH-(4-HO-Ph) 


I44 


NHCH 2 -(6-MeO-2-Py) 


113 


NH-(2-H 2 NOC-Ph) 


I45 


NHCHH6-H 2 NOC-2-PV) 


1 1 *T 


IN rl-i J -ri2lN<JC-r'n) 


I46 


NHCH,-(6-cyano-2-Py) i 


115 


NH-<4-H 5 NOC.Ph) 


I47 


NHCH 2 -(6-Me 2 NOC-2-Py) i 


116 


NH-fCH^OMe "1 


I48 


NHCH 2 -«5-H 2 N-2-Py) 


117 


NH-CCH^OH 


I49 


NHCHHe-Me^-Pv) 


118 


N(CH 2 CH 2 OHV, 


I50 


NHCH 2 -T6-F-2-Py) 


119 


NHCH 2 CHfCH 2 OH)OH 


151 


NHCH 2 -(6-C!-2-Py) 


120 


N(Me)CH 2 CH,OH 


152 


NHCH 2 -(6-Me-2-Py) 


121 


3-HO-pyrr 


153 


NHCH 2 -fpvrazol-2-yn 


I22 


3-HO-pipe 


154 


NHCH 2 -(pyridazine-2-vn ! 


I23 


4-HO-pipe 


155 


NHCH 2 -Cpvrimidine-2-Yn 


I24 


NHCH 2 CONHMe 


156 


NCCH^ONH^CCCH^OH) 


I25 


NHCH 2 CONMe, 


157 


NHCH(Me)CH 2 OH ! 


I26 


N(Me)CH 2 CONH 2 


158 


NHCH 2 CH(Me)OH 


I27 


N(Me)CH,CONHMe 


159 


NHC(MeV>CH,OH 


128 


N(Me)CH 2 CONMe? 


160 


NHCH^CMe^OH 


129 ! 


NH(CH 2 ),CONH, 


161 


3-oxo-pipa 


130 


N(CH 2 CONH 7 >7 


I62 


NHCH 2 CCM3-H 2 NOC-pipe) 


131 


NHCH(CONH 2 )CH 2 OH ! 


I63 


NHCH 2 CCM4-H 2 NOC-pipe) 


I32 


3-H 2 NOC-pipe 
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NHCHCCHjOH^ 



W>mW 2004-3048216 



mm 2003-401126 



^-v: i/E 




mm] 
mm] 

[ft] 

o 




B-A-VV^C 



Y \_9 



(I) 



CF 3 s fL(liAoy> 0 R 3 : H. £L< ii^uy 



>o a. b : -Htf^^^ -ffe^^-fi^^-o -X- I (.1) art* 



b#— 



8r£\ -CH=CH-. -CH=N-, -N=CH-, -N=N-> £ L < {±-S-„ 
(2) a^-fi£f£\ b^#^T^^,^-g-, -N-o YI (1) aWifc^ btf-mm&X*$> 
CH, ^L<(iN 0 (2) a^ZlM^-^. b»t^|^ So -A- : -0-, -S- 
, -NH-, < &-N(ig;^T;i^;v)-o B : •e*L-?'*iiBJfcS:ft-cv>T i> i HSJR7/1'*/k 
tear/u^-^ fl£$&T;v*-;K ->^D7M^ ^b<(±T';-;v 0 ] 



tbUE#2 004-3048216 




M 2003-40112 6^ 

m m a m & m « 



l/E 



[000006677] 
1990^ 8^100 



l l-f- 



aj|E#-^ ttiiiE#2 0 0 4 - 3 0 4 8 2 1 6 



